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(57) Abstract: Drugs containing as the active ingredient benzothiophene derivatives repre- 
sented by the following general formula (IX which have an effect of activating peroxosome 
proliferator-activated receptor (PPAR) a or y (i.e., nuclear transcriptional factors) to thereby 
prevent or treat various diseases wherein these PPARs participate, can be provided. 
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HUT 5 1> ©-e& s„ c: r T-w&mmm t 1$i:ll^t: fcw § niTfl * 
££&*U S&ClittteMfSSy^v^ m&imtti& Stiffs 7 

u^^-tfeKM, m&ftmm&, mm&*m&, *-u>m* 

£ fc o *]SftK«®J£fB ft jfc£tt£Jft £ 0 

* * ^ ffi 

^ AJfi < OflU&g-tf, jl^iKI T^tf) 5 1 1 3 0 0 7?AW±©,6#*«V ^ -5 i: 1: 
Ap^i o%^li^f3mSLTV^si:(^)^t J ab-5o '9 6 

(m3om . nmnmm^ jg&. P25. 1996) 0 

^ftSftSltjSc: U ■t0«^|«:^|^t*»oSa^!l*:<,0CLTV^* (Diabete 
s Mellitus Metabol ism. Vol.36. Suppl. 1. 
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P2 2. 1 987) . rne>©««i:LT, «ft»«r3c#U &ttftftffijfiLlgtt 

H8«:iajtr*iiew©M^aifC36coT<5 0 zz-eznmmmvmm^tt. 4 
y^ymm am t4>xv>im&w. (2sd q>2-d<d9 4 

tsso, ?&itm^r©2o(Z)^(Si^e>^f>f^$nTv^s 0 

(SU) IJ (Oral Hypoglycemic Agents, N. Eng 
1. J. Meg. . Vol. 321, P1 23 1. 1 989) *MHE ft 

t^s 0 l*»u suaattja^&jfii«iSTf^Mtt'rrsA^ sn&sjffrH-e&s 

H&McDfctk&tf&Ztzlsb (D i a b e t i c Med. , Vol. 5, P3 1 
5. 1 9 88) , ®mL~3b\i$mtZ1bZo SfcSUjWOfiJtSffiMfi, M©& 
fi(Curr. Opin. Nephrol. Hypertens. . Vol. 1, 
P29 1. 1 992) -&M^©Pc3^^LTl^ 0 

?T1-4 K»jaM&fl£ftTl*a 0 dft&fcr^T^-r K»Mi£TfPffi^+^T' 
fcfr o fc 0 , * fcSJS&SJfc- 7vK-y7^||^t^i:^9 &&&&& 
0 (Diabetic Med. . Vol. 5. P31 5. 1 988, Prac 
tice. Vol. 13. P33 1, 1 9 9 6) BSflcftCttfiBfll Uz < ^MMt 
#*e>ftTl*5. 

'J y V * yWfc*mT 5V^< o fr©||©H#BS**&B S ft ( ho ^ U * */ > , tT 
*^'J * y>#0^J, #TO5 5-2263 6^-^ 0-5118 
9^a«L GBPFe-l 5 7522^&»$) , SfcJJE©f7'/ V > 

&mmmizb'(v**y-*/--)\,mz^?z>it&9!} (W095/1 81-25) „ 

7 x-;U7°ntf (W0 9 3/.2 1 166, WO96/0 4 2 60, 
ftflPFl 1-158 1 4 % 7n«^ 0WF9-323982) , 
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mmmammKif^vmmx'miktstizm (Lancet. . vol. 3 

5 0. PI 748. 1 9 97) 

^^jfli^s^iteKfe cfc if *&mm<D'&m t £^snsi $ n 5 «*: -5 c & ^ & ( p 

r o s t a g 1 a n d i n s Leukotriens Essent. Fat 
' ty Acid. Vol. 5 3. P38 5. 1 9 95) „ J:oT, > 

PPARtt*7*-f 7fcLT»rcCPPARa, PPAR/3 (<5) . 
PPARrf^f>nt^5 (Latruf f e N. and Vamecq 
J. . Biochimie. Vol. 79. P8 1.. 1 9 9 7) „ PPARa 

mmm (^D 7 ^^h, ^y^r/^-vm t±^^^?e>ppARaStt 
ppARx@^4{^:f^ffl{IS^•r§c!)T«^i:v^*>fc#AnnTv^s 0 

flDAT, PPARa, PPARr#C, ft*%;t5>ftT*fclBKftI|f. m 

Vol. 1 9 0. No. 10. P9 2 8. 1 9 99), Jrft^ArXA 

3©«k9i:PPARa.ifclir ffitt^kKttft c^tf fc J: -5 < ©0S AoTO 
LTJWftSftStf, ft3fr&>e>&6ttT^&^flJ«ppAR©-*7 
? 7 ( a * fc tt y ) cStfL T JmHrcfc 5 * s tt^ft©su£aH-#-cfcv ^ 
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^mmm. (7 x u-;i4±) ^^jt lt$> y »- h > (7** h&) 
mif e>ns 0 -^a* *,#m¥ 10-175970 Mj^tpi^&ji; lt-?> 

V?-* 7 x >l£^#£$g*r Lfc. Lri> L c:n e»<k^»ctip P AR a *fcl± r g 

ffitt->g -7-7°7 • d 1 c^atfjiMtjmws, * 

& w ® m 7* 

ffitt*> a y * % ^7*7 • ^HffiSflsfe D I C^®^jfilttJfll^* v 7C 



4 



WO 01/70723 



PCT/JPOl/02170 



WPPARa Sfc fi r SteftftUB, llfiTf^fflib^l/fllfiT^ffl^tt 
*^(:^5^>>/ft7x>^(j:, TI2^; (1) : 



Rl. R2, R3. R4. R5«5>&£L-UK^JiCi\ '\u7y%LT. 

t Ko^<>i, ^f?&i~4©{gi&7;u*;i^ ^8U~4©{£®7;u*;u;t 

R^l~4®i£07;u+;b5 L ^--;i/^ WfcSftTfcftv^ 
^^l~4©^s^7;^4>'^S•ea^^nTt J J;v^7 5ys, #^&1~4 

M7;U*;Ug£^U R 7 ft*ftl-40fift7^*^a6*fctt* 

^&l~4<Z){£&7;u*;i,**:>g£^U R6 £R7ttitgM££-l,T 

e-^fI^«Lttft<, R8tt**ff-3% #*»l--4©<Sft7 
;U*;Ug, ff&SftT £ V^7 x ftftft i ^ 4 CDfl£®7;U*,M-* 
£cif& 1 ~ 4 <£i£®7;u*;ug-Cfi&;x ftT & J: 1^7 S / S£ fc&H&i* ftT & 
<fcV^x-;U7S y££^U R9«tK^ 1 ~4©fl£$7;Mr;U;l-* 
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1. 5$ (2) : 



(5S+R1, R2. R3, R4, R5, R6*5«J:tfR7tt5$ (1) fclWCfc*. 
R 1 0 fct*XJBC^ TKiES, KXft 1 ~ 4 ©<g$7;u*;u£, ftXft 1 ~ 4 ©<E 
fi7^3*->S, -hnl, y Nn ^>^ £3K»l~4©fi 
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2. 5£ (3) 




mm&M\&.®w (ppar) aztz&rmms mmmztz&mmm, 

fcttyh^i/g^L, ^8U~407;w*;ua;u#-;ug£:tt, 7-fe-^ 

m&gmmzziLzii. thu^Ai, av?/^ *^>->a^ 
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♦ftW^^Sfcttttft^^^fiS+Hfti:*** (5 a) Sfctt (5 b) 

1 - 1 ) 

* (3 a) t^^HSA/^yii^i:^ (4) T^la5 2-^ny^ 
*>V**7 xymm#*£&&&T-CKfatSitum£Ttt (5 a) 

5$ (3 a) (6) -C^n5^>m7i 

> - 2 - 7Jbf k KSfctt^ h y»»fr*titt*ttTTBSS^ S (7a) 
T^£ft£7;i^-;ui§^#£gv^^ L5£ (5 a) 

(3-J5U-3) 

5$ (3b) (6) tm5'<>m7x 

JES-tf, 3$ (8) ^Sfts^fiftM^v'f-^xvg^^c^fc&t, * 
**inRffi#0S7cfifE&aif ^ LsS (5 b) «n5i»i'<>yf^7i 

zn'b<Djjtii<D-mzfcfc£ t (i) ~ (3) n^-r 0 
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R4 R3 



(5b) 
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(5fcf>Rl, R2, R3, R4, R5, R7, R8fcJ:tfX«iiufB£|H|ig 0 Rl 

*U Rl 2»i*#JR-f4fctt«*a[i~4©i£ft7^*;H6*^u R13& 
$c^&l ~4 0&&7,O/*;US£fctt^$:l ~4CDili7;W 

(1) SffoS (1) CoWC 

UilStoltCi&SsS (3aK (3 b), (4) *5J:tf (6) 
»i, 4^l©^ft*fctt-tnK:J|Si:fc^ffiti«t:oT^j«Rrffi-c** (3a) . 
(3b) ©ft^atejfcSrCMLTtt, j. Med. Chem. Vol. 3 9. p 
4783. 1 9 9 6#£, « (4) . (5) ©ft#Hr*«ttCHLTtt, #Hflflg 
6 0-2 0 95 7 7-*&*L -0 8 5 2 8 1 ^4**, W0 9 5-153 

23. J. Med. Chem. . Vol. 35, P958. 1 992#£#M© 

5£ (5 a) *&&tZfcitoKm?2Z!S£KGlzmmt1t<* 

D^a* ±h e r t7>*->K9 

©^M7;U3^s/ k, *»^fc^ h 'J 'J ->A, mmi- V 'J ?A£fc 

tf;U7^ K OiTFLDAtlfftT) , y**A-f V7nk?/U->*D'v*.«>/U7'$ K 
(&TL I CAfcftrf) £fcttV?-?A^*^^;i^v^ K (J^TL i HM 

vb>mm* fcf'JS?>, h'Ji^7^>, x^fcKn?^ (&TTHF 
fcftrT) , S^i^*;UA7S K (&TDMFi:«rf) , ^x*;Ux— r;k S> 
y*;U*;U**S/K (JSlTDMSQfcfirr) „ ^nd^>, ^DD*^fe 
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(2) £f£5£2£o^T 

^ (7 a) %^J«rsfcftC^^ig«c^feJ:t;^ctt4$C#J|St±4v^ 
7fcC**Lfc5$ (5 a) <Dfc^<D&&£mkti^t$&vmLimm2il?>o £ 

H©7°n h i/ttfcfll, ftixf;k THF, DMF#©#7°n K >&«g£$d<0t| 
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7f KK<k*a5cEJSt,?UB-C$S 0 

(3) SJtg^ (3) Co^t 

^ (8) (Dsmzm^mKmm&zvmmizmittjir,^ mstix^ 

fat b V ^ASfcttaMWfc* U -7 A»0**ft7** U *fett7;U^7 >J±*&IL 
K^O^R7^3 + j/ K> *K^k^ h U 'J ^ A, h 'J 

I CA£fc»iL i HMDSfOT/^ 'J&JSTS K^%W^pT|gx*feO. 

^©^rtft^nhVK, 3 7y<k*-7*«©^^BM|^ffifflRriBT?*S 0 fig/1 
mm. WJy, h';x^;U7$>, THF, DMF, yif;H-f;K D 

8#«fc<5$ (5b) fctf-et 3. Z<Dm&<DKJfitam\** -20°C 

So 

1) 
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* (3b) T»3n***#vMHWH:5* (6) .^^5^>>/^ 7 x 
>-2-7j\,7 1 KSfcli*- h >«»»*|iafitt*frTT?R«*^ * (7 b) 
TS8n«7*3-ji«Wi:^feti:, K*ER5ftBif ^ (8) T*m2 

fc.Cfllasii Lfc#£ (3 b) "Cw$n5*^>»ai#i*4:* (6) -c^$*i 

w.ne>©^j5fe©-«is:®6* (4) *s<£tf (5) -c^r. 




(6) 
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^£+RL R2, R3; R4, R5> R8, Rll, R 1 2fc£tfX itm&t 
(1) (4) Howe 

^ (7b) *&fctztz&c%\,^-ttfvzmmizftiz®mizm<, mz. 

&RtiS& (2) ©5£ (7 a) O^«i:|g»0fl:^*A«ftfflqj:|g-c** e ftffinTtB 

Rit&mz^ziimmmm-c&Zo st^ ^ (7b) (8) <d 

h'jxw$>, THF> DMF, S?x*-;Wx-f-;u, DMSO, ^ooy 
tf&Jfl^TtB-e&Stf, ^^LTtiBuS^: (7 a) frtt (5 a) O^tf-egS* 

*)±m&m, *m<ti- b y ^Atfciufft* y ^A^co^bT/u* y 

LDA, L I CA^fcttL i HMDS^©7^* y&JBT'S K<fb£4W? 
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DMF, yxf^x-f^, DMSO, ^od/;^ ^ o n^Afc.fct; K 
(2) £/£5£ (5) Colv£ 

*ftWfc£4&©5S (i) j3*v (2) ©<k*%c^sns*^y»*fctt* 

&&mii5&V2"ew2tLtt (5a. 5b) fcitfS (8) ©ft£4&©x;* 
(10) -e^$ns*;u#>i?i|#^{3#<^ 0 

teJ«8s3-2) 
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K«5t (6) 



E62C (7) 



(5S+R1, R2; R3. R4, R5, R6, R7, R8, Rl 1, R12, R 
1 QHZVXMm&hWjSu R14fc\fcifRl52l^8uiLTtt, 

(1) RIB* (6) CoVvt 

* (9) i-fctt (io) **^*fc*c«fflBni«*j:r«afii4#cttR 
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mmw*9;-)u. I^'/-;^^^^^>tt^|, thf, dmf, $;* 

i?y-/H0^o^M, THF, DMF, 

?>&£VDMsommt7n h y&mmtmfbtiZo R^,um^ -2 or 

(2) £JS5£ (7) Co^T 

5$ (1 2) T'^£n57 3 Kft^©£^j£i;LTfi> tt&#J&/fl^*iS& 
4] 

*JSR«fel*5«J:t;2TOSnfc^ (5a. 5b) fc«fctff£ (8) ©ft-a^tt^ 

(l) 5$ (13) -e^$n5i>7/g§g#tt % 7;u3-^+CT»©f^ffic«k-9 
T5S (14) -C^SiiS-f ^r-Ml^flcc^K^ii^-etS. 
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(2) * (14) T*7*$hz<<$T-hmmmi. Hca«47§yo«*T« 

(15) T?^Sii«7§s;>W|Cfl:K:Wi«riB-Cjb5. 
-ft&0>frft0-0US:K*&5£ (8) at; (9) raf. 



HI ft6 „ 0 



(13) 



*! R8 _ o 




KH 



(14) 



R1 Rt . 0 



(14) 




(15) 



K«St (9) 



(«+Rl., R2; R3, R4, R 5 , R6, R7, R 1 1 tslVXtoWRtm 



O • 06) 



(1) £J&5$ (8) Covvc 
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5$ (14) -C^$ft£-f Sr- bm%fc<D-&&.tm^Z>Z£<D-C%Z>m*ftC 

«^if e>iis. s*sja«tt, - 1 o ovi^mm^mA^vmm^m^^K 

L<»i0t;*»€)Sffl©KH"C3feSo 
(2) SIS* (9) £O^T 

ffiffl^THft»«Ctt4*K:*iJIIRttftv>A«*, ^ ^ y -;u*fcttx^ ©7° 
°^M> tT'Js;>, h'JJW^, THF, DMF,''^x-r 
;K DM SO, ^^nn^^>, ^on^A^itfh^i^o^Dhvtt 

(l) ^fcti (2) T^Sftsfc^c^snsAftBjftffc 

aw 

(1) 3- (^>Xf*7iy-2-^) -2-^hWn/08 ^ 

(2) 3- (^>Xf*7iy-2-^) -2-X Y*i/7uAy®. x^ 

(3) 3- (^f*7s>-2--f^) -2-yh*'>yn/<>i 

(4) 3- (^yXf^7x^-2--f^) -2-^h^->7'n;^i 4- 
7"nt^>-7;l/i7fJl' 

(5) 3- (^>Xf^7iV-2-^l') -2--X h*->7'DA>i 7i 

(6) 3- (^>^7x>-2->f;i') -2-^ K + S/7°D/^>i5 2- 
^^v/7ii;H7f;i' 
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(7) 3- ^^ft7i>-2-^« -2-* Y^iszTuAy®. 

(8) 3- ^yX^7xV-2-f^) 75 
K 

(9) Z- (^yX*iT7±>-2-4)V) -2-*Y*is-?uAy%t n- 

(10) 3- (<>m7x>-2--f^) -2-^ h+^^a/N°>^ N, 

(11) 3- (^>X^7x>-2-^^) N 

(12) 3- «yXft7x>-2-^;P) -2-^ h*f>7n;^ n 
- (3-^no7x-;u) 75 K 

(13) 3- «>Xft7x>-2->f^ -2-* Y**s-2-**)\,-f 
uAy® 

(14) 3- (^>Xft7x>-2-^;i,) _ 2 -^ f . + . > _ 2 -^;u^> 

(15) 3- (OXft7x>-2-^l/) -2-xh^i/-2-^f;^ 

(16) 3- (0^t7xy-2-f^ -2-^^;U-2-^d*>^> 

(17) 3- (-<>XiM-7x>-2--OU) -2--C V7°o^>,-2-^ 

(18) 3- H>^7x>-2-^l^) -2-7*h+v-2-^5 : -;U7 a 

(19) 3- (^>W7x>-2-f;i/) -2. 2-^JLb^i^-faAy 

(20) 3- (^VXft7x>-2-f;W -2, 2-^x h*i>:? n ^> 
(2 1) 3- (^Xf^7x>-2H/b) -2-xH+v-2-^^;Ut° 
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(22) 3- ('<>Xft7x>-2-'fW -2-xh^v-2-y^;U- 

(23) 3- (^yXft7xy-2-^;i/) -2-xh^y-2-yfjb- 

(24) 3- (-<yX^^7x>-2--r;u) -2-^^-2-7ix;^ 

(25) 3- (^>Xf^7x>-2->f;l') -2-y^-2-7xX^7" 

(26) 3- (^VXft7x>-2-f;b) -2-**)\>-2- (2-** 

(27) 3- (^>^7x>-2-f^) -2- (2-^nD7x-;u) 

(28) 3- (^X^7x>-2->f;i/) -2- (2-i/7/7x^) 
-2-^f;i/7 c DA°y|! if;i/x7f^ 

(29) 3- ('<yX^7i>-2-'f^) -2-^;u-2- (3-- h 
D7i-;i/) :/ny?:/gg xf;i/x^f^ 

(30) 2- (3-7^7xx^) -3- (^>X^7xy-2-^) 
(3 1) 2- (3-7S/7x-;U) -3- H^f^7xy-2-^l^) 

(32) 2- (4-7^7xx;i.) -3- (^>X^7i>-2-^^) 
-2->^7 , o^>i 

(33) 2- (2-7^7xx;b) -3- HW7^-2-^;b) 
-2-^^^7°oAy^ 

(34) 3- (K>M7x>-2-^l.) -2-^^;U-2- (4-*f- 
;U7x-;i/) -/uAygg 

(35) 3- K>X^7x>-2--f;l,) -2- (4-xf;t7xX^) 
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(36) 3- H>Xf^7x>-2--f^) -2-^^-2- (4-70 

(37) 3- (^>Xft7x>-2-^Jl,) -2-' (4-^y^o^ 7l 

(38) 3- (^>Xft7i>-2-^^) -2- (4-^V^otf;b7x 

(39) 3- (^>^^-7x>-2--r;u) -2- (4 --f y 7°n tf;U7 x 

(40) 3- (-OX^7xy-2-^^) -2- (4-^yynhf;U7x 
(4 1) 3- (^>Xft7x>-2-f^) -2- (4-7-*;U7x-;iO 

(42) 3- (^>W7x>-2-a) -2- (4--fy7 , n^7x 
-AO -2-^^;u7°n^>^ 

(43) 2- (4--i'y^ntr;U7x-;u) -2-**;u-3- (5-**;u 
^>W7x>-2-f^) -fuAy^L 

(44) 3- (4-xfM>Xft7x>-2-^;i/) -2- (4-^77- 
ne;U7x-;u) -2 -^f-A-T'n^i/®? 

(45) 2- (4->fV7"D^7x-;p) ) -2-^^;U-3- (3-7° 
ntr;u^y^^-7x>-2-^;u) 7°a^y®j 

(46) 3- (7-7*fM>X^7x>-2--fA) -2- (4-^77° 
ntf;W7x-;u) -2-^^;U7'n^>^ 

(4 7) 2- (4--fy7*Dt^U7x-;iO -3- (5-^+M>Xf^ 
7x>-2->f/i0 — 2-*^;U7 , o/ly$ 

(48) 3- (7-xh^yXft7xy-2-f« -2- (4->fy 
7 , otT;U7x-;u) -2-^^;U7'nA'y^ 

(49) 3- (6-xh^>Xft7x>-2-f^) -2- (4-^fy 
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^d^7 x -2-M^-^7°uAy^ 

(50) 3- (4-yh + v'<>Xft7x>-2-^;i') -2- (4--fy 
7°nt?;U7xx;u) -2-*f-A':/n l rt>ft 

(5 1) 3- (5. Q-z>* h*^V^7i V-2--OU) -2- (4 
— f y7°n tf;U7x-;w) -2-**fr7aAy® j*1-a,jlxt)I> 

(52) 3- (5. Y**y<yX**7 j.y-2-4 )V> -2- (4 
— fy 7ntr;U7x-;i0 ^--Xf-ZWyfo^j/ft x*;ux*r;u 

(53) 3- (5, 6-^^^>Xft7iy-2-^^) -2- (4 
-4Vfu f;U7xx;p) -2 -^*;P7°o;\°>ij 7i_;H7r;i' 

(54) 3- (5. Q-iJ* Y*i/^yX?-*7 x. >-2-<0\s) -2- (4 

(55) 3- (5. 6-vp< h^rv^>X^^7x ^-2-^^) -2- (4 
-^f y 7°o t?;U7 xx;u) -2-^^;b-/a/\°>^ 

(56) 2- (4-->7y7x-;u) -3- (5. 6-y^^>Xft 
7i>-2-^^) -2-^f;i/7"o^yi ^f^x^f^ 

(57) 2- (4—>7y7x-;u) -3- (5. 6—?Xh*i/<<>X?-* 
7 x.y-2-4 )U) -2-*3-)l7°vAyffi. xf-;ux^5r;u 

(58) 2- (4-i/7/7i^) -3- (4. V *i"<yX3-* 
7 x.y-2-4 )V) -2-*<f-)V-fuAyWL 

(59) 2- (4->7/7xr;i/) -3- (4, 1 -*J 
7 3L>-2-4 )V) -2-**fr7*uj\yty. 

(60) 2- (4->>7/7x^) -3- (5, 
7x>-2— OW) -2-j**)l<7°zi;iyWt 

(6 1) 2- (4—>7/7xx;u) -3- (5. 6-^h+M>X^ 
7x>-2--OU) -2-7*otf;U7'u>^>& 

(62) 2- (4->7/7i-;i.) -3- (5. Y*iy<yX** 
7xy-2--OU) -2-^f-;U7°nAy$ 75 K 

(63) 2- (4->7/7x_^) -3- (5. 6-^h^M>Xf^ 
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(64) 2- U-i/T/yx.~)V) -3- (5. G-Vthf-isiyX** 
7x>-2— OU) -2-^^;u^aA°>Se N. N->>x*-;U7$ h* 

(65) 2- (4->7/7xz;b) -3- (5, 6-5?* h 

(66) 2- (4->7/7i_;l,) -3- (5, 
7x>-2--<;u) -2-^^;u^oa°>^ N-y^^7$ k 

(67) 2- (4-vT/7xx;b) -3- (5. 6—>V ^*v'<>'X:f•* 
7 x y-2 -'f ;u) -2-**)V-fuAy& N-'OJM/TS K 

(68) 2- (4-i/7;7x-^) -3- (5. 6-^h + «MyXf* 
7i>-2-'f;P) -2-*^;U7°n/*y$ N-7xx;U7$ K 

(69) 3- (5-7'n^y^7iy-2-^^ -2- (4-^77° 
otf;U7xx;u) -2-^^;U7'o/^y^ 

(70) 3- .(6-^nn^>Xft7i>-2-'f^) -2- (4-^77° 

(7 1) 3- (7-7Wn^yX^7iy-2--f;i.) -2- (4--T7 
7 , ntf;U7xx;u) - 2 7° xfjU^f^ 

(72) 3- (5-7^'<vm7i>-2-^l') -2- (4--fy7* 
ntT;U7xx;u) - 2 -* ^bT'a^yge 

(73) 3- (6-7th7UX>X^7iV-2-f^) -2- (4- 

(7 4) 3- (7 — ^ > /-f^7^/^^Xf^7iy-2-'fA) - 2- (4 
-^;7 , ntf^7iz^) -2-^^;U7'n/-?>^ 

(75) 3- [7- (4-*on^yyy;u) 7^^>Xft7iV-2- 
-2- (4-^V7 , o^7x-;i/) -2-^^-;U7°n^>^ 

(76) 3- (5-7:w?y'?>Xft7i>-2-^^) -2- (4- 
-fV^o^7xz;i,) -2-*^;U7°n/N°;/$j 

(77) 3- (3-^i^7^^>Xft7x>-2-^^) -2- (4 
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(78) 2- (4-W 7 7*abf;U7x-;l0 -2-^^;U-3- (5--hn 

(79) 3- (7-tFn+v/OX^7iy-2-'f^) -2- (4--< 

(80) 3- (5. Ko*i/^y^7i>-2-f;i/) -2- (4 
--f v/ne;U7x^;u) -2-**;u7*u^;/$j 

(81) 3- (4-^nn-5, 6-$>* h*i"<>Z?-*y x>-2--OU) 
-2- (4-^V7 e oh p ;u7xzi;u) -2-^f-;w^oyN 0 >®s ^^;i/x^r;u 

(82) 3- (4-^na-5. h+^>Xf^7i>-2-'f;V) 
-2- (4-^77*0^71^) -2-^5 L ;W7 , oy\°>i2 <' 

(83) 3- (4, 7-^dd-5, 6-y^F^>'Xft7x>-2 
--f-'l') -2- (4--fy7*o^7i^) -2-y^;U7°nr?ygg 

(84) 3- (5. 6-y>h^y^>Xf>)-7iy-2-'f^) -2- (4 
h + ->A;u^-;U7x-;u) - 2 ;u 7° o 

(85) 3- (5, 6-y^h^yXft7i>-2-^b) -2- (4 
-Wl+->7i^) -2-*f-;U7*a>r\ 0 y$j 

(86) 3- (5. h^->^>^7x>-2-^^) -2- (4 
-^UA^E-f ;U7 x~;u) -2-ff-)\s7uAy& 

(87) 3- (5. 6-^ F+->'OXf^7xV-2-'f;i') -2- (4 
-N-^f^M't-f;i/7x^^) - 2 -^f^ 7* 

(88) 3- (5, 6-^ h^->'<VXft7xy-2-^;i') -2- (4 
-N, N-^7 , ntf^;fr;u/\*^;U7 x -^) - 2 -^f-;U7*a^y^ 

(89) 2- (4-7v^y7x-^) -3- (5. Q-'J * Y *$"<yX* 

(90) 3- (5. 6-^^^>X^7xy-2->f;i/) -2-** 
;u- (4- ; e;^ 1 Jy75^y7ix;i/) 7*n/\°;/m if;n^f^ 

(91) 3- (5. 6-^h+y^X^7xy-2->f;i,) -2-^f 



25 



WO 01/70723 



PCT/JP01/02170 



(92) 3- (5. 6-^h + -M>/ft7i>-2-f;l') -2- (4 

(93) 3- (4-^dd-5. 6-^h^M^ft7i>-2-'f;b) 
-2- (4-^y^atf;U7x-;u) 7*n^y® x-^x;*^ 

(94) 3- (4-?no-5. 6-xp< K^rv/^>X^?i-7a:y-2-^;u) 
-2- (4-^yyatf;u7xx;U) 7°D^:y^ 

(95) 2- (4-v7V7x-;u) -3- (5. 
7i>-2--f;u) 7°a-?^ xf;H7f^ 

(96) 2- (4-->7y 7x-;U) -3- (5. G-*J* h*-M>X^ 
7x>-2--T;u) 7*n-?ylg 

(97) 2- (4— >7/7x-;U) -3- (5. 6-^h*^>^ 

(98) 2- (^>X^*7x>-2--f ;u) ^f^-2-^f;l/7D>i y 

(99) 2-('<vXft7xV-2-'f;i/)^f;i/-2-yf;i/7o>i y 

(100) 2- (^>'X5 1 ^7x>-2-^;u) ^^-2-^f;b7D>i 
(10 1) 2- (^>X^*7x>-2-'OU) ^^-2-^f;l/?D>i 

(102) 2- (^>^t7i>-2-U) ^f;v-2-^f;i^7D>i 
N-^^7S K 

(103) 2- H>Xft7i>-2-f/I/) ^^-2-^f;WD^ 

(104) 2- (^Xft7i>-2->f;i/) ^^-2-^Wn^ 
N. N-yxf ;i,7 5 k 

(105) 2- (^X^7i>-2-^l/) ^f^-2-^f;i,7D>i 
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(106) 2- (^^ft7i>-2-'f^) **)\,-2-*?-)V-?uy& 

(107) 2- (^>X^3j-7 x>-2--f;b) ^f^-2-^f;i/7D>i 

(108) 2- (^yXft7i>-2-^P) ^f;i/-2-^f^7o>|« 
N-^>v>;U7 5 K 

(109) 2- K>Xft7i>-2-^;i') ^f;W2-^f;i/7Dyi 
N- (4-fV^ntf^7x-;i,) 75 K 

(110) 2- (^>X^7xV-2-'f^) ^^-2-^^70^ 
N- (2-?na7x-;i0 7$ K 

(111) 2- H>X^7iV-2--f;i') ^;b-2-^f-;U -?ay§? 
N— (3-^f-;U7x-^) 7U' 

(112) 2- (5, 6-^h+^Xft7i>-2-^l') 
2-^f;i^7D^ 7$ K 

(113) 2- (5. 6-^h + ^>M7x>-2-^;P) 
2-i^;U^n>g£ 7 5 K 

(115) 2- (5, 6-^h^yX^7i>-2-f^) 
2--fy7°D^70>i 75 K 

(116) 2- (5. 6-y^F^y^yXf/r7x>-2-^^) 

(117) 2- (5. 6-^h+i/^VXft7xV-2->f^ 
2-**;i^ny®? N-^^-;U75 K 

(118) 2- (5. 6-^h^i/'<>X^7xV-2-f^) 
2-^f;l.7n>i N — ^^7U* 

(119) 2- (5, 6-^h^r^yX^7xy-2-f;l/) *^;u- 
2-/f;i'7ayi N-S/^o^s^->;U7 5 K 

(120) 2- (5. 6-S^ h*i/OX**7 **)\>- 
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(12 1) 2- (5. 6-^h*-MyX^7i>-2-'f^ 

(122) 2- (5. 6-S>* h 7 x>- 2- <f;u) ^*,u_ 

(123) 2- (5. 6-^h^>Xf*7i>-2-f^) 
2-^f;WD>i N— (3-yn^7x~;u) K 

(124) 2- (5. 6-^h+WX^7x>-2-f/l/) 
2-^f;i,7D^ N- (4— f y7°nhr^7x-;U) 7* K 

(125) 2- (5. 6-y^^>Xft7i>-2-^l,) ^^=-;u- 
2-^f^7D>i N — t>i?j\,7$ K 

«A 1 KHztz 9 1 ~ 1 0 0 Omg £ 1 |al*fctt»|5|ti^ 

%k mmi, mmk -mm. mmmm*zm^zz£m*&. 



28 



WO 01/70723 



PCT/JPOl/02170 



immmn 2- (4->7y7x-^ -3- (5. 6-y^^>x 

ft7i>-2-a) -2-^f*7'D^y» ifiUXTMM:^ 
(5 7) 

2- (4-y7/7i_/l,) -3- (5. h*i"<>X* 



HO 0 




H,C— 0 



^^d^d^7^(1. 98g. 14mmol)*THF(3 
0ml) CJBWU -GOrtTl. 53M n-7W)+*A ^**yjg 
* (9. 15ml. 1 4mmo 1) *«TU *®ftorS"CJHfiL2 O0ffliK 
E^ttW-eOtfcJWPU 2- (4-y7/7xy + y) 7u/< 
^x^x*^ (2. 7 4g. 12. 5mmol) CDTHF (2 0m l) 

<d«tus. *<D*tL<Dm&T>itmim<i>& 5. 6-s>*h**> 

^'/f*7i>-2-*^^ tM2i 22g. lOmmol)© 

THF (30ml) JSR&STFLfc. -55 6 5TC©ttffl-Cl. 5B$ra!&$ 

©UK, -20TC*-CMLWrtttfc* (30ml) fclnAfc. S&fc, * (3 
0 0ml) *ani, BEgx** (400ml) -CfcifcLfc, 
> -7 A« LfcfcC«E*fg U # htitzm&i/ ViiVfriivMuiYtr 
771- (Mercktt C-3 0 OfflSB. 100g. iixf;P:^> 
= 1 : 2-1 : l) fiiL7;^-^ ( 3 . i 9g) * ntZo 
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[®S2J 2- <4-SOV7x=*) -3- (5. Q-*J*h**,«yx 




^lTn^ntzTJ^-,^ ( 3 . i 9 g. 7. 23mmol) *Wc* + 
\>y (4 5ml) c**u K'J7**oi» (15ml) fcjitfh »J x*/uj, 
7> (6. 92ml, 43. 4ml) fcfcASfiCT, 3H#IBJ«#Lfc. ££K 
Sri&ftfiW* (300ml) C&fioU (300ml) CTttffl* 

ft»^y*y^5A^D7h^7^ (Mercktt C-30G*£ 
& 1 2 0g. jfeftx**: : 3-1 : 2) Tft»lSttZ>SKHk 

^(2. 79g. 6 6%/2X«) **fi8WS/a y ^i:LT»fc. 
»H-N.M.R.(CDCl3. 270MHz) <5=7.57(d, 2H, J=8.9Hz), 7.22(s, 1H), 7.14(s, 1H), 
6.98(s, 1H), 6.96(d, 2H, J=8.9Hz), 4.24(q, 2H, J=6.9Hz), 3.93(s, 6H), 
3.60and3.44(2d, eachlH, J=14.8Hz), 1.60(s, 3H), 1.20(t, 3H, J=6.9Hz) 

DOkM2] 2- (4->7y7x^) - 3 - (5. 
X**7xy-2-^;u) (60) 
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«m**6nfcx**/H* <2 62mg. 0. 623mmol)^y 
(6ml) CjWU 2N*^^h (0. 62ml, 1. 2 

4mmol) **i*jMliT, 2 4«PWfL^. (5 0ml) 

AnU INittCTattfcLfcfcC, #8&x*;u (100ml) TttlHLfc. * 

^**^**y^&»M:*ff4V\«ifiDiaWk*ft(2 0 0mg. 8 1%) 

Bfc&=162~- 164"C 

iH-N.M.R.(DMSO-d 6 . 270MHz) <5=13.5(bs, 1H), 7.81(d, 2H, J=8.9Hz), 7.44(s, 
1H), 7.28(s, 1H), 7.13(s, 1H), 7.02(d, 2H, J=8.9Hz), 3.79(s, 6H), 3.57and3.47(2d, 
each 1H, J=14.7Hz), 1.53(s, 3H) 

[Sft*l3] 3- (5. 6-y^^>Xft7x>-2-^V) -2 
- (4-^77atf;U7xy^» -2-^^-;u^D^y^cD^:^t^ 
(5 5) 

CEfcl] 3- (5. 6-^ h#M>X^7i>-2-f^) -2 - (4 




2- (4-^/^o^7i;^» ^>8x^x^f^ (1. 48g, 
6. 25mmo 1) fc^.tfS, 6-i>* h#^v/ft7i >-2-*;P4?+ 
«>7;UxfcK(l. log. 5mmo 1) *ffi£fl«ste LT/BK gffiffl 1 <Z>& 
«l*J:V2i:HWlK:Ai3IU (960mg. 43%) SrfcfeSW 
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iH-N.M.R.(CDCl 3> 270MHz) <5 =7.23-7.00(m, 5H), 6.86(d, 2H, J=8.6Hz), 4.25(q, 
2H, J=7.0Hz), 3.93and3.92(2s, each 3H), 3.56amd3.42(2d, each 1H, J=14.7Hz), 
2.85(quintet, 1H, J=6.7Hz), 1.48(s, 3H), 1.25(t, 3H, J=7.0Hz), 1.21(d, 6H, 
J=6.7Hz) 

[£/&2] 3- (5. 6-vV h+^^Xf ^7x>-2--f ;W -2 - (4 
- <( V 7°o tf;u 7 x / * is) - 2 - * *)\,?uAy&(o&fo 



o 




CH, 



^lvn^htzx-X^jm (950mg. 2. 15mmol) ^»J2t 

i^fn&su mmo)mit&<fa (6 6 0mg. 74%) %&&7*ji7 7 zyt 
mitt txmzo 

iH-N.M.R.(DMSO-d 6 , 270MHz) <5 =13.2(bs, 1H), 7.43(s, 1H), 7.27(s, 1H), 
7.13(d, 2H, J=8.6Hz), 7.10(s, 1H), 6.84(d, 2H, J=8.6Hz), 3.80and3.79(2s, each 
3H), 3.48and3.41(2d, each 1H, J=14.8Hz), 2.82(quintet, 1H, J=6.9Hz), 
1.38(8, 3H), 1.17(d, 6H, J=6.9Hz) 

C^»J4] 3- (4-^oo-5, 6-^F^^^ 7z y-2 
- 2- (4-^y^nt?;U7xy+>» -2 -**)\,-fuAy&(D<* t fr : 
®im<t&%J (8 2) 

CSJSl] 3- (4-^nn-5, 6-^h^M>^7i>-2- 
-OU) -2- (4--ry7°n|f;U7xy^'» -2-**)lzfuj<>m x^;u 
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0 




CH, 

2- U-4vfu]£n,7 ^o/^iif;n^f;Kl. 18g. 

5mmo 1 ) $$&TJ4-?uu- 5, h+^^V'/f ^7i>-2-A 

^•>7/PftK (1. 28g. 5mmol) *\Um®£ LT/8V\ H»j 
10S^lfeJ:U!.2i:«jaiu &MO<k&fo (720mg. 30%) M 
fi8W*>ny 7**: LTfffco 

iH-N.M.R.(CDCl3. 270MHz) 5 =7.60(s, 1H), 7.10(s, 1H), 7.15((d, 2H, J=8.6Hz), 
6.95(d, 2H, J=8.6hz), 4.25(q, 2H, J=7.0Hz), 3.92(s, 6H), 3.56amd3.42(2d, each 
1H, J=14.5Hz), 2.85(quintet, 1H, J=6.3Hz), 1.45(s, 3H), 1.25(t, 3H, J=7.0Hz), 
1.20(d, 6H, J=6.3Hz) 

CK*6.2] 3- (4-* cm- 5, 6-^ ^^^17x^-2-^ 
;U ) _ 2 - (4-^V7°Dtf;l,7xy + 5/) -^-^f^o^K®^ 



©5lt#W:x7r/^(7 10mg, 1. 4 9 mm o 1 ) fcHJgflJ 2 £ 
H«C*taU 3B<2>SKrik£ft (5 1 Omg. 7 6%) IZfttz, 
&&=105~108lC 

'H-N.M.R.CDMSO-ds, 270MHz) 6 =13.2(bs, 1H), 7.60( 8> 1H), 7.15(s, 1H), 
7.13(d, 2H, J=8.5Hz), 6.84(d, 2H, J=8.5Hz), 3.80(s, 6H), 3.48and3.40(2d, each 
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1H, J-14.5Hz), 2.80(quintet, 1H, J=6.9Hz), 1.40(8, 3H), 1.20(d, 6H, J=6.9Hz) 

inmmi 3- (5. 6-^^y^xft7x>-2-^i,) -2- 
wmit&fo (9i) 

CEI&l] 3- (4-*ou-5. 6-^h^>m7x>-2-f 
-2-*^;U-2- (4-tWJ/75^7xy+'» ^^;u^n/N'y 
& x^;ux*f-;K7)-g-j£ 




WJl«nfcy7^(3 10g. 0. 729mmo 1) £x*/-,u 
(15ml) eaMPU OtCt««^ft|^**T?««|**fc. 

^ (10ml) K»*;*ttfc 0 (380mg, 4. 38m 

mo 1) «n*, MCT2l*M«#Lfc. &£ft*ttEWife M*M± 

erckft C-300&, lOg, BSfcx^ : ^*^y= 1 : 3-|j« 
xf/k^no^A= 1 : 5 ) -CMSHHoinft^i ( 3 6 5mg. 9 8%) 

gIOM (7 2 0mg. 3 0%) *fift7^7r7ttH#i:Ltllfc s 
iH-N.M.R.(CDCl3. 270MHz) 5=7.29-7.23(3, 311), 7.14( 8 , 1H), 7.00(s, IB), 
6.93(d, 2H, J=8.6Hz), 4.26(q, 2H, J=7.3Hz), 3.94and3.93(s, each 3H), 3.73- 
3.70(m, 4H); 3.59amd3.43(2d, each 1H, J=14.8Hz), 3.63-3.32(m, 4H), 1.55(s, 
3H), 1.24(t, 3H, J=7.3Hz) 
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LRZ2] 3- (5. 6-yyh*^>^7iy-2-^l') -2-* 



S£;i'C#e)nfcx77;i4(3 6 0mg, 0. 7 0 2mmo l) £THF (7 
ml) fccfctf* (7ml) £8fcU *»fl: »J * S A • ~tK^ (84mg, l. 
4 0mmol) fcJn*, MKT 2 4#Ha£#Lfc Q E^fre>THF©*«a- 
*«E«*U lN«fcTpH*2-3k«fceft»**«WlBLfc. #rtfi L 
(2 4 4mg) U £ftMN^S>#*tf>S^^B^T&Jiu 
«fi©BfiSftMfe (2 10mg.5 5%) Sr&feteftfc LTfrfc. 
BL&=115~~117tl 

^-N.M.R.CDMSO-de. 270MHz) <5=13.4(bs, 1H), 7.82(d, 2H, J=8.9Hz), 7.45(s, 
1H), 7.28(s. 1H), 7.12(8, 1H), 6.91(d, 2H, J=8.9Hz), 3.79(8, 6H), 3.55and3.45(2d, 
each 1H, J=14.8Hz), 3.32(bs, 8H), 1.48(s, 3H) 
[£J6fll6] (Z) -3- (4-*no-5. 6-J^F^yXf*7i 
>-2-^;U) -2- (4--ry^ntf;U7xy#i>) T'n^l©^:^ 
<fc£% (9 4) 

CSf&l] (Z) -3- (4-^od-S, 6-^h#^>Xft7i> 
-2--f;u) -2- (4-^v^Dtf;w7xy+s/) 7 , D^>tif;n7f^ 



0 
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0 




CH, 



(4-^yyD^7xy^) Iftif^^ (533mg. 2. 4m 
mol) *3«fctf4-*nn-5. 8-^ h*«M>^7xy-2-*W 
**>7A'7 f k K (5 1 3mg. 2mmo 1) £x*/-;w (2 0ml) C*#U 
lN-x*y-/i^ h y* A i h + s , K (2 4ml) ^ mkf ,^ 60Vi l 

xmmmwLtz 0 Km.** usomn caanu mtx.** asom 

*frofc„ 4«->'JA^7A^D7h^77^_ (Merck^t C- 

£fc(433mg. 47%) *»||fe*n*r~*: LTfcfc. 
iH-N.M.R.(CDCl 3 . 270MHz) <5=7.75(s, 1H), 7.55(s, 1H), 7.25-6.85(m, 5H), 
4.20(q, 2H, J=7.0Hz), 3.90(s, 6H), 2.85(quintet, 1H, J=6.5Hz), 1.25(t, 3H, 
J=7.0Hz), 1.20(d, 6H, J=6.5Hz) 

CEJS2] (Z) -3- (4-*nn-5. 6-^h + M^7x> 
-2--OU) -2- (4--Yv^ntf;U7xy + ^) 7n^>8©£j« 




«SlT»5)nfcx^f/H*(4"oomg. 0. 8 6 8 mm o 1 ) fcHJ&M 2 
kRWCMU mmcDEmt&to (3 2 5mg. 8 7%) ftfiftefifc LTft 
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^=255-256'C 

'H-N.M.R.(DMSO-d 6 . 270MHz) <5=13.2(bs, 1H), 7.75(s, 1H), 7.50(s, 1H), 7.30- 
6.80(111, 5H), 3.85(3, 6H), 2.85(quintet, 1H, J=6.5Hz), 1.20(d, 6H, J=6.5Hz) 
[£»J7] (Z) -2- (4->7/7x/^» - 3 - (5. 
*is-<>X**7 *>-2-J ;U) ^n^y^^.-^t^ (96) 

(Z) 2- (4-»>7/7x^i/) -3- (5. 6-5>*h*«> 
>X^;t 7 x y- 2 - ;u) y □ ^ yii f ;u x *x;UG5£/£ 




W->7y 7 *y#j/) ,i»x^^ (6 18mg. 3mmo 1) *s 
<fctf5. H*^^7i>-2-*mj/7^ k K (4 4 6 

mg. 2mmo 1) &£%fl|6 OSfS 1 i:l*l*CAtfIU £g©Bfi<rtb£4& (2 
58mg. 31%) ^fe7^;U7 7 ^i:LT#fc 0 

^H-N.M.R.(CDCl3. 90MHz) <5=7.76(s, 1H), 7.63(dd, 2H, J=2.2, 8.8Hz), 7.46(s, 
1H), 7.80(8. 1H), 7.21-7.01(m, 3H), 7.16(s, 1H), 4.23(q, 2H, J=7.1Hz), 3.91(s, 
6H), 1.25(t, 3H, J=7.Hz) 

CE«2] (Z) -2- (4— >7y7x/4-» -3- (5. 



o 
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®Sl"Cf36ttfcx;*7-;U# (2 5lmg. o. 6 1 mmo 1 ) ££16002 £ 

HacaraU «Sa>Ifi<Kb^ (192mg, 8 3%) *6fegfii:LT#fc. 

§6^=212lC(dec.) 

>H-N.M.R.(CDC1 3 . 270MHz) <5=13.2(bs, 1H), 7.87(s, 1H), 7.63(dd, 2H, J=2.0, 
6.9Hz), 7.48(8, 1H), 7.17(s, 1H), 7.15(8, 1H), 7.12(dd, 2H, J=2.0, 6.9Hz), 
4.54(bs, 1H), 3.93and3.92(2s, each 3H) 

75 k ^^^7-)V(o^m:mmit^m 09) 




^^ D ^ ^^^(2. 6 1 g. 1 5mmo 1) SrDMF (4 
Oml) \zmmu aae-C**fc*h'j*A (6 0 0mg. 15mmol) * 

K (2. 2 7g. lOmmol) £DMF (2 0ml) C*fl?Lfc»*&fl5Tft, 
Mlliat:t^i:2^WU: 0 Ki»t* (200ml) c&tau 

■^^S/^AKiTtettU «V^«Ei«e$:fTofc«, 

^o?^77-f-(Merc kifcC-3 0 Ottm&, 1 2 0 g. mftx** : 
-s*?y=l : 15) -e^ u «H©aflwt^ (3. 18g 99%) 
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iH-N.M.R.(CDCl 3 . 270MHz) <5 =7.79-7.62(m, 2H), 7.38-7.20(m, 2H), 7.02(s, 
1H), 4.24(q, 4H, J=7.0Hz), 3.51(s, 2H), 1.45(s, 3H), 1.27(t, 6H, J=7.0Hz) 



o 




E£lT?fte>ttfc5;x;*7\fcfl: (3. 18g. 9. 94mmol) %x^/- 
)\> (5 0ml) C»»U SfflCT2N-*IMfc*HJ*A#»»[ (5ml. 1 
Ommol) SrJnx., SiS©g:3:T?6 W&#£fro£ 0 x?/-;u£@£U 
7k (2 0 Om 1 ) feftiA 1 N-<S»CTttttft LfcftC, fi^xfMlTiffl* 

4«i' l JAm7Aj?D7h/77^-(Me r c k^C-3 0 0^ o B n , 
12 0g. y?y-^:^nD*;u=i : 15) TfllfiU S»BiBrffc£to 

(2. 6 5g. 9 0%) fe^feaws/Dy^LTftfc. 
iH-N.M.R.(CDCl 3 . 270MHz) 5 =7.72(d, 1H, J=8.5Hz), 7.65(dd, 1H. J=1.7, 
8.5Hz), 7 : 36-7.06(m, 2H), 7.06(s, 1H), 5.16(bs, 1H), 4.25(q, 2H, J=7.3Hz), 
3.63and3.46(2d, each 1H, J=14.7Hz), 1.51(s, 3H), 1.27(t, 3H, J=7.0Hz) 

[EfS3] 2- (^>»/"f-*7x>-2— f/U) ^f^-2-^Wn>i 
7$ Kxf;Vx;l/r/l/C!)^ 
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fcfc2T~mhtz*;x.zf-)i,fc (8 8 9mg. 3mmol) &DMF (15 
ml) izmmu 1. l-^r/^-f>r/-/K6 4 8mg, 4mmo 
1) «D*, aaCTlBWMWLfc. *wc, 2 8%7>*x7* (5ml) 

(50ml) H&taU gf^x^WlTte 

■*>J:9Mfl:3i*\ ££<Z>iftfc&tt (7 3 0mg. 8 4%) *afeft&i:L 

M=141~143t: 

iH-N.M.R.(CDCl 3 . 270MHz) <5=7.74(d, 1H, J=8.0Hz), 7.67(d, 1H, J=8.3Hz), 
7.34-7,23(m, 2H), 7.06(s, 1H), 6.94and5.52(bs, each 1H), 4.26(q, 2H, J=7.3Hz), 
3.68and3.42(2d, each 1H, J=14.5Hz), 1.54(s. 3H), 1.33(t, 3H, J=7.3Hz) 

K7 3 K * h U : flKHbifrto (10 1) 




*«S«8-C#6ilfc7§ "K# (500mg. 1. 7 2mmo 1 ) £x* 
(15ml) ^r/THF (5ml) 2N-*^* h y 

(1. 7 2ml. 3. 44mmol) £;5nA, MCT2l$raJK8sLfc. WffiL 
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fcfifefe&&5EU '>fi©x*/-;u-Ci5fc&U ^a&aSftfc&ft (4 3 0m 
g. 8 8%) *mz 0 
&&= >230*C(dec.) 

iH.N.M.R.(DMSO-d6+D 2 0. 270MHz) <5 =7.78(d, 1H, J=7.5Hz), 7.66(d, 1H, 
J=7.5Hz), 7.29-7.18(m, 2H), 7.07(s, 1H), 3.28(s, 2H), 1.67(s, 3H) 

y®. N - > ? o >>;U7 $ K<££-/£ : mmit&fy (10 5) 



0 




^^J8©^2T^e>n/i^;^y^ (593mg. 2mmol) &DM 
F (10ml) izmmi. 1. 1 -^;^x;utT^^ (4 8 6mg. 

3mmol) £iD*, MteTl. 5B#|!.m#Lfc, ggWC:^ 0^*^73 
> (595mg. 6mmo 1) *tiaZtz 0 MUtT 6mffimW(D&. flfmLkSc 

%mmfr**>mL, zmzmm*** (loomn c»#u 3Mtfc. 

Zi/VJjffrij^&fwh??? 4- (Mercka:C-300ffiSp B p. 50 
g. fi»if^ : -n4t-9->= 1 : 7) "C^U gEj§<Z>@fttt^ (5 1 Omg. 
6 8%) £&fe^>n*7£LT#fc„ 

iH-N.M.R.(CDCl3. 270MHz) d=7.73(d, 1H, J=8.0Hz), 7.65(d, 1H, J=8.0Hz), 
7.30-7.23(m, 2H), 7.03(s, 1H), 6.78(bd, 1H, J=7.6Hz), 4.24(q, 2H, J=7.3Hz), 
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3.81-3.74(m, 1H), 3.64and3.41(2d, each 1H. J=14.5Hz), 1.80-1.10(m, 10H), 
1.49(s, 3H), 1.32(t, 3H, J=7.3Hz) 

. [£j£2] 2- (-<>m7z>-2->f^) ^^_ 2 -^ f;1/7D>i 




a5lt^ntof/^(490mg, 1. 31mmol) »j2J: 
HHKlAiaU ^®S^t^% (4 3 0mg. 9 5%) *&&&$ B tLX'mz 0 
Sl!^=164 , C(dec.) 

^H-N.M.R.(DMSO-d 6 . 270MHz) 5 =12.8(bs, 1H), 7.83(d, 1H, J=8.0Hz), 7.72(d, 
1H, J=8.0Hz), 7.51(d, 1H, J=7.9Hz), 7.33-7.23(m, 2H), 7.13(s, 1H), 3.70-3.50(m, 
1H), 3.47and3.35(2s, each 1H, J=14.5Hz), 1.80-1.50(m, 5H), 1.30-1.00(m, 5H), 
1.288s, 3H) 

QOtMl 1] 2- (^>W7i>-2-^) /^-2-y^7D> 
it N-tMijyT? K®£j£ : flESfltefc (1 06) 
2- (^m7x>-2-f^) 



o 
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*»«8©fiD52-eff&nfc**sK>«flc (5 9 3mg. 2mmol) *5«*tf 
*;u*U> (8 7 1mg. lOmmol) £JBV\ HJfgflJl OGD^JSI 

*S©B6Wfc£fo (3 8 5mg. 5 3%) *fcft»iHS/n y 7fc LTft 

»H-N.M.R.(CDC1 3 , 270MHz) <5=7.74(d, 1H, J=8.0Hz), 7.65(d, 1H, J=8.0Hz), 
7;33-7.23(m, 2H), 7.03(s, 1H), 4.16(q, 2H, J=7.0Hz), 3.70-3.40(m, 8H), 
3.59and3.42(2d, each 1H, J=14.6Hz), 1.50(s, 3H), 1.20(t, 3H, J=7.0Hz) 
[&JS2] 2- (^>v r f-^7x>-2-'(';u) ^f;i/-2-^f;i'7D>i 



o 




^lt'^e.nfcx7f^ (3 7 0mg, 1. 02mmo 1) *mMffl2£ 
mmiztmi, liOSm (280mg. 82%) fcSfee&fcLTfcfc, 
ife,6=158t(dec.) 

iH-N.M.R.(DMSO-d 6 . 270MHz) <5 =7.74(d, 1H, J=8.0Hz), 7.65(d, 1H, J=8.0Hz), 
7.33-7.23(m,2H), 7.02(s, 1H), 3.70-3.50(m, 8H), 3.59and3.40(2d, each 1H, 
J=14.5Hz), 1.52(s, 3H) 

C^JE0IJ12] 2- ('<> i /ft7i>-2-^i/) ^^;u-2-y^;u^D^ 
»N- (4— fV7nfcr/u 7x =f) 7S K<3£tf:0j^fc^ (109) 
CSJSl] 2- (^>W7i>-2->f/i/) ^^;u-2-^f-;PTo>^. 

N- (4--ry^ntr;U7x-;u) 7S K x^x^/UO^jfc 
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»«8©E«2TW&ftfc*;M?y«fr (5 1 Omg. 1. 72mmol) 

*dmf domi) izmmu aacxi. 1 3 

(363mg. 2. 24mmol) £fln*, l. 5B3rlWiK#Lfc. 
»4— ry^Dtr^ 7 -U> (87 1mg, 1 Ommo 1) £DMF (5ml) 
l«Uffbth^A(l40mg. 3. 4 4mmol)^Mfct6 0t: 

B#H«S*Lfc£C, Tic (150ml) CffitoL, (150ml) 

T«E*««rff^3fc Q »l>>^m7A^07K77^- (Merc 
kft C-3 0 0ffi^, 2 0g. ^x^;u : ^-y->= i : 12) -cffiSiU 
£g©BfiMb£4fc (2 6 Omg. 3 7%) &|feS«<>o^i:Lt#fc 0 ih- 
N.M.R.(DMSO-d 6 . 270MHz) 5=9.59(s, 1H), 7.86(d, 1H, J=8.0Hz), 7.75(d, 
1H, J=8.0Hz), 7.50(d, 2H, J=8.5Hz), 7.35-7.24(m, 2H), 7.21(s, 1H), 7.18(d, 2H, 
J=8.5Hz), 4.16(q, 2H, J=7.3Hz), 3.64and3.52(2d, each 1H, J=14.7Hz), 
2.85(quintet, 1H, J=6.6Hz), 1.44(s, 3H), 1.19(d, 6H, J=6.6Hz), 1.18(t, 3H, 
J=7.3Hz) 

2- (^^7x>-2-^) ^^-2-^f^n>S 
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0 




£JSl-Cfie>nfcx;sr;M$ (1 80mg. 0, 439mmol) £HMJ2 

tmniz&mu mmomitft® (i38mg. 82%) *&&m&tLx% 

iHl^=178 , C(dec.) 

iH-N,M.R.(DMSO-d 6> 270MHz) 6 =13.01(bs, 1H), 9.57(s, 1H), 7.84(d, 1H, 
J=8.0Hz), 7.74(d, 1H, J=8.0Hz), 7.53(d, 2H, J=8.4Hz), 7.34-7.23(m, 2H), 7.19(s, 
1H), 7.18(d, 2H, J=8.4Hz), 3.66and3.46(2d, each 1H, J=14.3Hz), 2.85(quintet, 
1H, J=7.0Hz), 1.42(s, 3H), 1.19(d, 6H, J=7.0Hz) 

imnmi31 2- (5. 6-y^+^ym7i>-2-^« ^^;u 
- uyWt 7 * KO^k : mift&ta (112) 
CKfSl] 2- (5. 6-y^K-M>'/f^7i>-2-'f^) 



(5. h^ym7iy-2-f/i,) (5 8 0mg. 

2. 4mmol) (6ml). C»#L4 (4. 

5ml) fcjnx., SSCT1. 5l$M*yiLfcfcC, EfStt&fc (5 0ml) 
fcftlU ^dd^a (20ml) "CttmLfeo (5. 6-$>*h*5/ 




H,C— 0 
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m ^x^;M5 4 0mg. 3. 1 mmo 1 ) ||«8®^ 
l&ZV2£miZimL m<Dm<b&fo (589mg, 7 1%/2Ig) 

16^=134- 1371C 

^H-N.M.R.(CDCl3. 270MHz) <5=7.18(s, 1H), 7.12(s, 1H), 6.95(s, 1H), 4.28(q, 
2H, J=7.0Hz), 3.91(s, 6H), 3.57and3.44(2d, each 1H, J=15Hz), 1.52(s, 3H), 
1.32(t, 3H, J=7.0Hz) 

[£^2] 2- (5. N+^K>^^- 7x> _2-^;U) *f-;u- 




H,C— O 



(128mg, 0. 3 6mmo 1 ) fcgftfllS® 
£fc3fcWH»fc:*au SH©gft% (120mg. 94%) fcfiftlSfifcLT 

JH^ios-viioic 

«-N.M.R.(CDCl 3 . 90MHz) <5=7.18( 8 , 1H), 7.11( s , 1H), 6.93(s, 1H), 4.26(q, 2H, 
J=7.0Hz), 3.91(s, 6H), 3.82and3,35(2d, each 1H, J=15Hz), 1.91(bs, 2H), 1.53(s, 
3H), 1.33(t, 3H, J=7.0Hz) 

Lm3l 2- (5. 6-<>Vh + ^y>/ ft 7x>-2-^l,) 
2. - ^ n >^cr>^ 
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0 




^it§e>nfex7f;^(ii.7mg, o. 33mmo i) *mmmt 

(8 0mg. 7 6%) LT#fc„ 

®fe^=171-172t: 

iH-M.M.R.(DMSO-d 6 . 270MHz) <5=7.41(s, 1H), 7.34(s, 1H), 7.26(s, 1H), 7.22(s, 
1H), 7.00(s, 1H), 3.79and3.78(2s, each 3H), 3.33(s, 2H), 1.26(s, 3H) 

[^S0J14] 2- (5. 6-^h+M>m7i>'-2-'f^) 
-2-^f;i/70ViN-y^n^->;i,75 K<7)-£-j£ : Mmit^ (119) 

[SJftl] 2- (5. 6-y^+Wft7i>-2-f^) 




»J1 t#e>nfc*^>i (580mg, 1. 6mmol)*> 

•ktf^n^^UT^ (0. 3ml. 2. 6mmo 1 ) £fflV\ HJgflj l 0 
OS^lfc^tolU ilOIWM (577mg, 1. 3mmo 1) £ 

1 H-N.M.R.(CDC1 3 . 270MHz) <5=7.18(s. 1H), 7.09(s, 1H), 6.91(s, 1H), 6.75(d, 
1H, J=8.1Hz), 4.25(q, 2H, J=7.0Hz), 3.92and3.91(2s, each 3H), 3.80-3.77(m, 
1H9, 3.46and3.36(2d, each 1H, J=15Hz), 1.91~1.75(m, 2H), 1.53(s, 3H), 1.33(t, 
3H, J=7.0Hz) 
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CK«2] 2- (5. 6-yV^M>m7xy-2-f^) 




h 3 c-o 



E«l?*&ftfcx***ft (5 7 1mg. 1. 3mmo 1 ) ***0U2fcn 

MU «H©HfiWk^« (42 1mg. 77%) ftfifeeAfcLTfcfc. 

!^=134-135t: 

>H-N.M.R.(CDC1 3 , 270MHz) «5=7.18(s, 1H), 7.10(s, 1H), 6.95(s, 1H), 6.10(d, 
1H, J=8.6Hz), 3.92and3.91(2s, each 3H), 3:83-3.72(m, 1H), 3.65and3.26(2d, 
each 1H, J=15Hz), 1.94-1.66(m, 2H), 1.66-1.50(m, 1H, 1.58(s, 3H), 1.45- 
1.19(m, 2H9, 1.19-0.91(m, 3H) 

[%ttflll5] 2- (4-v7/7x-;u) - 3 - (5. 6-i?Sh*^y 

X**7 x 2-**>\,7uAym T 3 K©^ : mfctito (6 

2) 




H,C— 0 



^»J2T*#e,^c*;^>^ (5 6 0mg. 1. 4 lmmo 1) *j 
94:R»C»IU «i©l«rfk** (46 0mg. 82%) fcfiftlftlfc LT 
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mtz 0 

16^=178-18010 

iH-N.M.R.(CDCl 3 . 270MHz) d=7.61(d, 2H, J=8.8Hz), 7.21(s, 1H), 7.13-7.09(m, 
3H), 6.99(s, 1H), 6.29and5.68(sbs, each 1H), 3.93and3.92(2s, each 3H), 
3.58and3.45(2d, each 1H, J=15.4Hz), 1.57(s, 3H) 

[^&S0J16] 2- (4-i/7;7x^) -3- (5. h*$"<> 
M7x<k&® (6 6) 



«Mffl2-e*&nfc*;M?;,K# (630mg. 1. 5 9mmol)6J:tfn 
-^7^(58 1mg, 7. 95mmo 1) OfcHiCfliL, 
£H®BfiWfc£#j (6 5 0mg. 9 0%) $:fife7t^7 7^@#t U§fc c 
iH-N.M.R.(CDCl 3 . 270MHz) d=7.60(d, 2H, J=9.0Hz), 7.21(s, 1H), 7.13(s, 1H), 
7.06(d, 2H, J=9.0Hz), 6.96(s, 1H), 6.27(bt, 1H ,J=5.9Hz), 3.93and3.92(2s, each 
3H), 3.53and3.43(2d, each 1H, J=15.1Hz), 3.28-3.11(m, 2H), 1.58(s, 3H), 1.30- 
1.22(m, 2H), 1.15-1.05(m, 2H), 0.76(t, 3h, J=7.3Hz) 




0 




H,C— 0 
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5, 6-2?* h*^>m 7 x>-2-^>| (i 5. 4g> 64 

6mmo i) mmmsomstmmimmu mm<Dit<£® (13 7 g 

8 9%) mtz 0 

g6,&=212~214t: 

'H-N.M.R.(DMSO-ds, 270MHz) 5 =8.05(bs, 1H), 7.89(s, 1H), 7.53(s, 1H), 
7.50(bs, 1H), 7.35(s, 1H), 3.84and3.83(2s, each 3H) 
[#%0J2] 5. 6-y^^M>^t7iy-2--MJ^Wk4 1] 




H,C-0 



##m^e>ftjt7S K#(13. 5g. 56. 9mmol) *WJy {l 
0ml) C»»L, h U 7;u*oSj^ (4 Om 1 ) £ l OTj&T-CirFLfc. 
Ot-CltfWJH*®* S&c* (200ml) fcJn*, *rfflLfc»****u 

mmomit^ a 1. 2 S . 90%) ixntz. 

St^=121-123t: 

^H-N.M.R.(DMSO-d 6 , 270MHz) d =8.13(bs, 1H), 7.66(s, 1H), 7.48(s, 1H), 
3.88and3.85(2s, each 3H) 
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0 




H 



H,C— 0. 



mm-znbtltz- HJ;U#(5. Og. 22. 8mmol)Sh;ny(l 
0 0ml) S*£H»T-5tCTl. 0M-S?-f y 7*n,7fr% - 

*yi* (4 8ml. 4 8mmol) «r«TLfc. »ET2B*HHS£ 

#Lfcftfc, 1N-EK (500ml) CffitaU 3 0#UfJ«#Lfc. ^t^^ 
u> (500ml) WU i»7ni/-7Al:t^Lfcii:, 
fifcfroT, 3Effi0B&tffc£to (4. 2 3g. 8 3%) &*L&feJg£fc LTj|fc, 
ftj£=150~l51t: 

1 H-N.M.R.(DMSO-de. 270MHz) <5 =10.02(s, 1H), 8.21(bs, 1H), 7.62(s, 1H), 
7.55(s, 1H), 3.89and3.86(2s, each 3H) 



4-^od-5. 6-.-^ h*^>/f*7iy-2-*^#vS (4. 6 
1 g 1 6. 9mmo 1) #%0J 1 ~3 tft&tUBMU &m(DBtti{b€r 

#J (2. Og. 46%) fcHfifefeft*: LTftfc. 
^^=164-1661: 

iH-N.M.R.(DMSO-d e . 270MHz) <5 =10.08(s, 1H), 8.35(bs, 1H), 7.81(8, 1H), 



o 




H,C— 0 
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3.95and3.85(2s, each 3H) 
C##flJ5] <>V**7 




*M'Jf^7;^_^ (7 12mg) £THF (15ml) CH»u 
0m^>m7xy-2-^;^>i x^ux^r;u (2. 06g. 1 
Ommol) £THF (15ml) «U«^<«TLt OtC 
■ClBJHHWWOft, lN-« (15 0ml) «n*, 1 S^IHHIWcDttlim 

«U .*»&iWffc£4&.(.l. 5i g( 92%) §efe^ttx||f :o 

^H-N.M.R.(CDC1, 270MHz) <5 =7.86-7.67(m, 2H), 7.42-7.20(m, 3H)] 4.91(8. 
2H), 2.02(bs, 1H) 




^mvmtltz7J^-ji^ (8 2 1 mis. 5mmo 1) 
(5ml) c**u 4 796-*fc**» (5ml) ftftjt, fifiirC4l*IH»K 

*Lfc. BSIHdd^a (50ml) TftRU 5%-WM7kTm&Ltz 0 
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its® (i. i g . 97%) wmmfttLzntzo 

iH-N.M.R.(CDCl 3 . 270MHz) 6 =7.83-7.66(m, 2H), 7.37-7.24(m, 3H), 4.77(s, 
2H) 



5. 6-y^h+y'<ym7x>-2-*;^^ (2. 4 1 g. 10m 
mo 1) ;-)V (1 10ml.) 4\ M&i:©^ (2m l) £flFffl$t!\ 

^M©B^h-a-^ (2. 0 3g. 79%) *&&m&tLxntz. 

M=154~156t: 

^H-N-M-RXCDCla. 270MHz) <5=7.94(s, 1H), 7.25(s, 1H), 7.24(s, 1H), 3.98, 
3.96and3.93(3s, each 3H) 

[#%#J8] 5. h*y^ym7i>-2-^5'/-;i/ C<k4 7] 



o 




H 3 C— 0 




OH 



H,C— 0 
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###J7Ti#£>ftfcx:*x,i,# ( 2 . 03g. 8. Ommo 1 ) £#%0J5 £ 

mmiz&mu d. 59g. 89%) w&7^77^ 

iH-N.M.R.(CDCl3, 270MHz) <5=7.25(s, 1H), 7.15(s, 1H), 7.09(S, lh), 4.88(BS, 
2H), 3.94and3.93(2s, each 3H), 1.94(bs, 1H) 

CfSifcflJl] PP ARais£tfPPAR rT J- x hm&<Dmm (i n vi 
t r o) 

5$ (i) ^znz*%wit&m*ppAR%®ftmmi£&*mtzzt:teM 

1) khPPARa, r^# : S:fflVN^;u^7x5— tfTy-tr^f 
Ltz 0 

x.y/syy—m?\\£T$i;>*j—e (TK) 7-ot-^-0$ETi: ;k>7x 
5— tf»e^ (1 uc) KfcLT, PGL2-UAS 

5-TK-luc^iU; 0 

^No. E224 1) £HM£LT, 
5-^7^^- (KWf 1) : 

5'— GCTAGATCT (CGACGGAGTACTGTC CTCCGAGC 
T) X2CGAGGCCCCGCCCAGC GTCTTGTC — 3\ 3' 
^7^7- (E*J«2) : 

5'-TTAAGCTTCTGCGGC ACGCTGTTGACGCTGT 
TAAGC GGGTC GCTGC AGGG — 3* 

(-105/+5 1) *3-Kt5DNA(ffrS;PCRCJ:om Xhol- 
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Hi ndl I I T^»rtpGL2-Ba sic vector (M&%. Pro 
me gaft, A^d>/No. El 64 1) <D)Ws? x v— tf^il^©±» 
&frf6Xho I -H i nd I I I pCffitljfA LpGL2— UAS2— TK— 1 
u c £#fco 

Ga 1 4^E?lJ£30l&9;gLfcx;/-9-- E?IJ©£-tfcDNA (E?IJ#^ 
3) : 5'— ATTGGTAC (CGACGGAGTACTGTCCTC CGAG 
CT) x3AGATCTCGAC£Kpn I tBg 1 1 1 WtpGL2-U 
AS2-TK- 1 ucOKpn I -Bg 1 1 1 &mzW ALTp GL 2 -UAS 
5-TK- 1 uc%fa!Lfc. 

afS^^^-«:«T©«C^KLfc. ffcfr^ pSG5 ({£«?,£, STRA 
TAGENE&, ^o^No. 2 1 620 1) Z&^mL^? 9-tLXzfxi 

Ga 1 4g&0DNA&&ffiSL l#g*>e> 1 4 7#g ^-CGDT S /$?@B?IJ£ 
3- K-TSDNATiffiCk h P P AR a J ittt r f 'J A*y Kg^^n 
-K-r^DNA^7U-A^^J:^ni6^LTpSG5 (&,&£) ©^ot- 

izMi&t^K^ t hPPARaSfcttr^O'JA'V Kfg<&«tt07$y'3|ciS 
CliSV-40T-ant i g e n&3fc©&&fr:>^;k AlaProLys 
LysLysArgLysValGly (E#J#^4) «tE-T<5«J:-5j&:DNAE 

khPPARaSfcliy £^#<7) 'J # > Kg£ffi« £ L T JB V ^1tmg&&f%t> 
R. Mukher jeef>(J. Steroid Biochem. M 
olec. Biol. . Vol. 5 1. P157 (199 4) #M) , M. E. 
Green6 (Gene Expression. , Vol. 4. P281 (1 
9 9 5) #M) CIBftSnfc k h P P ARS&#©«£Jfc&fre>, 
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t h P P AR a 'J ify K)$^i« : S e r ""-Ty r 468 
t h P P AR r V X> Vm&m® : S e r i7G- Ty r 478 
(fc hPPARr l£&#>' khPPARr2»#T?ttSer 204-Tyr soc 

&#*s&£.m-&9m* : e-9--+<<< s p p ar u ay Fm&mttzxikitz 

Ga 1 4SfiODNA|g#fK«, l#B*»e>l 4 7#B©7$ yKEJlJfcs V- 

4 0T-an t i g e n®^ff«>^^©*«:3- KT*DNA%*"f SISS 

2) thPPARaSfcBr3S*#%m^>7x7-lf7»t^ 

«*«Wfti:LTfflV^CV-ljBW!SittSft^oTig«Lfc„ -r&fcfc, 
^vz&SM (DMEM) H^Mit (Intergentt, 
n^No. 1 020-90) 0%C^J:9(:iJDU 

5 OU/m 1 O^^S/ 'J >Gt 5 0 « g/m 1 h l/^t>v^>^M 

h7>77x^y 3 yt7)iBi:, »ffe2 4->x/i,7°U-M:i. 5x1 

0 s ce 1 1 s/we 1 lffai/Cfct, Lipof ectAMINE (jffifi*, 
GIBCOBRL&, J]?a?No. 26300-6 1) OTUh7^7 

1 -MEM G I BCOBRL, ^d^No. 3 1 985-070) 
£ Kl OOng, Ga 1 4-PPAR^^^-l 2. 5 
ng, »>F-D-;i,fcU0pRL-TK 200ng, >j 
TDNAi: LT p GEM— 3 Z f (+) (ME,** T'd^^ ^o^No. 
P2271) 28 7. 5ngiLipof ect AMINE GM£, GIBC 
OBRLtt, A^Di/No. 26300-6 1) 2. 6tfl£«fc<g£&, 17 
0. 2*/l©Opt i -MEM (Sp^) P B S (P h o s p h a t e B 
uffered Saline) fcOpti -MEM OSS*) T?tti£Lfc±S2 
MfieStolfc. 3 7CT16B«IW«ft, *ftflft**«r«BDLfcDMEM- 
10%g^.f*^7>MWW (KM, HyClone, 
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SH3 00 6 8. 0 3) C«ftU '3 *fflJ&£g&/$? 

PPARflf7=fn^h?gttCHLTtt, PPARal:tUtti:/^7x7 
-■tfa^f©e^*Stt-Clrailtt*fJII^^Wy-14. 643 (Ce 1 1. 
vOL. 8 3. P8 13 (1 9 95) , J. Biol. Chem. . Vo I. 2 
7 0. P12953 (199 5), Proc. Natl. Acad. Sci. U 
SA. Vol. 94. P43 12 (1 997). J. Biol. Chem. . V 
ol. 272. P3406 (1 997) *J£) 1 0 uMfflffi<DW7 x 7— tf 
®&£1 OO£Lfc££0#&iBfc£^O. 1, 1. 0, 1 0 0 M*tol$0«*t 



PPARa 7" ^-^ Sffitt 







0.1 mM 


1 nU . 


10 fiM 


Jtttffll (57) 


0.2 


0.2 


0.5 


(60) 


0.1 


0.1 


66.4 


Hi£^3 (55) 


13.2 


116.2 


111.2 


mmu (82) 


0.3 


2.9 


248.8 


Itttfts (91) 


0.2 


0.3 


0.7 


HJ£jJiJ6 (94) 


0.1 


0.1 


0.1 


W&Wl (96) 


NT 


NT 


NT 


HJS048 (99) 


0.1 


0.1 


0.2 


99ms (101) 


NT 


NT 


NT 


Ute^iio (105) 


0.1 


0.1 


20.7 


Stttfflll (106) 


0.1 


0.2 


0.3 


5U60iJ12 (109) 


0.2 


0.2 


0.2 


XttfflllS (110) 


0.2 


0.2 


0.1 


HJ&0314 (119) 


0.2 


0.2 


0.6 


HJS0!J15 (62) 


0.2 


0.2 


0.1 


Jtttffll6 (66) 


0.2 


0.2 


0.1 



NT=Not Tested 
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PPARr7=f-^h^LTtt, PPARrC*LT«C^7i7-if 
&te?m^Zm-CZZmmmit&fo? ioglitazone(Cell. 
Vol. 8 3. P8 0 3 (1 9 9 5) , J. Biol. Chem. Vol. 2 7 
0, PI 2953 (1 995) #b^) 1 uMmm^>y x ? — VtB&Z 1 0 0 

tuzmo^mit^o. u 1. 0, 1 0 uM%mmo)mm&*m2izm 

Ltz 0 

3c 2. 







0.1 /iM 


1 ft M 


10 /iM 


mmmi (57) 


0.4 


3.2 


81.5 


3g%M2 (60) 


17.8 


81.9 


78.7 


HlfetfiJ 3 (55) 


9.5 


86.7 


86.1 


3?i£CT4 (82) 


8.0 


68.0 


69.9 


3SJ6fl|5 (91) 


0.3 


0.3 


3.1 


H8SM6 (94) 


1.2 


19.0 


60.1 


£?afi0J7 (96) 


NT 


NT 


NT 


HS50I8 (99) 


0.3 


0.3 


0.3 


nmmd (iod 


NT 


NT 


NT 


mseuo (105) 


1.2 


2.1 


31.2 


H&01J11 (106) 


0.3 


0.3 


0.3 


SJS91J 12 (109) 


0.3 


0.3 


0.5 


HJ£0i|13 (no) 


0.3 


0.3 


0.4 


mmm u (119) 


0.3 


0.3 


0.5 


H&0IJ15 (62) 


0.5 


0.4 


1.1 


(66) 


0.4 


0.4 


0.3 



ML*fc£mm&Tz>m<Dmmm,%i cm vitro) 

n f a t>wmtz z t mmt am <ra zt imTomm-zmwzntz. 
3 t 3 - l 1 msummx^ > * »; y%\m. & s n - x om 0 h t 
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JOl''** n &X-r-^/Ujg*fc (DMEM) i:HL24?tD7-yva-h^U 

®««*«»7L3ii:H%^k8f»oBBi:L/t) , %m*ft<tmm%m (1 0%^ 

fl&£jfilfi> 0. 5mM 3- i s obu t y 1 - 1 -me t hy 1 -xa n t h 
ine, 0. 25jt/M dexamethasone, 1 u g/m 1-4 >z V y 
&*trDMEM) CS3fcLT4 0l$Mg*Lfc. $MkB#2 B BT?1 (m*N!&Jfc 
KM*, 1 g/m 1 -f y ^Sr^trDMEMtSiftSafeU #fc^4 Bit* 
1 0%^Mifiirt, 5 0 n g/m 1 -i 'J >%^trDMEMK:^fife3afeLTS 

5 0ng/mH^'J>, 5ng/ml hTNF a Sr^trDMEMC^W 
<k^«:«jDt«flLfc„ *£lHft^ttDMSOE:»#Lfc&, DMSOOH- 

tr^Mk»»7B14:PIiaj«©«ifiK:2fl3fttfc 0 J*Lt®Jg?*C*5^Ttt, 

*- -> a vV5±0)tzV>%mz\t<kX 5 0 U/m 1 y 5 0 u g/m 1 

$MfcK*l 1 BBCJfilfll©l*«&gfc< Um^1%&*2%*milT)V-7* y (B 

sa) ^trDMEM^n^t> mm%mitz 0 mmzmm, o. 1% 

BSA, 180mg/l^a-x^tfKrebs-Ringer buff 
e r (1. 2mM KH 2 P0 4 , 4. 7mM KC1, 11 8mM NaC K 
25mM NaHCOa, 2. 5mM CaCl 2 , pH7. 4) T?lfflJ&&asJ£ L 
fc^ 0.. l°/oBSA, 18 0mg/1^3-7, 0. 5ng/mUy7'J 
>3r£-trKr ebs -Ringer bu f f e r £ 1 -)i;^fc0 3 0 0 u 1 

UOtfM) (hTNFa»j©KfflSlOa*JflHW© 
#8fcflUI!) ttNH£*HIMfc£» (Pioglitazone 10^M) 
10 0i:UW-C^Uc. *©*£*fc*3E;5*-r. 
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£3. 



hTNF a [Zi. s&KnmMoto&mzxzf&m 







1 


NT 


&WWl 2 


103 


3 . 


87 


4 


132 


5 


10 


6 ' 


84 




OA 

20 




0 




30 


0£JSM io 


115 


SHfitt 11 


5 


HISM 12 


0 


Sffitt 13 


5 


wmw w 


18 


H)S£0iJ 15 


NT 


IIJSM 16 


NT 



NT= Not Tested 



[f*ffc#i3] mmm=tT)v-?*,x (kkay?^) *m\*iztam&yis& 
vmnmmmmmm .( i n v i v 0 .) 

«WI^-^CAilfc2JiWJR*^^^ TKK-Ay/Ta JciJ '«tt, 
H**U7, I0m, 185E) £fflWc 0 KlfclJBm B B BBS* 

»«fiSr-tn-?H, h 'J^'J-b^* KE-r* h7n-MEFA-Cr7 h 

■5c»»»Lfc«, mmm2o){t&&*o. s%cMcmm^mmi, ibi 

0> 4 HK«Pa# Lfc. tms B i ESjUl U MStiL if y -tr v >r K«« 
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»4. 



KKAy -7 * X £jfl l in vivo IflltifiT^ 


IS J: ffli&&TftmtDPt®%m 
























(mg/ke) 


(*) 


00 


tt) 






7 


-ii 


-7 




30 


58 


85 


69 




30 


28 


60 


49 



i£T^ (96) = {1- (^O5 0@0;n°7^-^-) / (#»©1B|0^ 
7*-*-) } x l 00 

p p ar a ztztt r zmt**ms&Km-*tt*itKmmmt tx^m 
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8t # © i6 m 



1. 5* (1) 



R1 



R6 



R7 0 



R3 



R4 



R2 




R.9 



0) 



R5 



(5$*, Rl. R2, R3. R4. R5&£^afiLT*XM^ /\ D yi/gf, 
tKa *^ »l-4©tt7;^/^ £*»l-4®ffi«7;u*;M- 

W ;PS7?JHft S ftfc 7 S / U R6 * fc 1 ~ 4 05<£ 
^7;^/^L, R7(i«f, K3fftl-4©fift7^^liifcttft 
**l-40fift7;u*;u*+->aE«:^U <*e»C* R6 tRUtmm^LX 

A^A*. KftSn-Ti £^7x -;H5, -4©<g«7A,#.^4.>^ 

R^l~40^£a7^;^s-ca^^n-c^<tv^7$/ssfc«ffim$nT^ 

«^7x-;U7$yg£^u R9im #3^1 ~4©ffi«7;u*;M-* 
«*^^T^)«J:V^7$>'S*fc^iBftsnTt ) «J:V^7x-;^75yS&^U X« 

2. 5$ (2) 
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(2) 



(^Rl, R2, R3, R4, R5, R6fccfcl/R7ttfjf:£^l tmn. Rl 
Ott*$g^-, R*»i~40fift7;u*;i«, 1-4 ©fifty 

;m*->a, - hog, Aay^if, A;MMr*>;i££, £*&i~~4®ffi«7 

3. 5$ (3) 
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4. M*mi. 2*til}3tltt<D*>*/**7 *>mMt*-fttol&ft£LX 
*#rs«rtteTO-f-e*S^**y»/-AJtt*jgtt^g## (PPAR) a 

^rT ft iifemMo 
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